Background {#S1}
==========

Kimura\'s disease is a rare benign haematological disorder, involving subcutaneous tissue, predominantly in the head and neck region and frequently associated with painless lymphadenopathies. The disease is endemic in Asia, but rare and sporadic in the rest of the world. It can be associated with eosinophilia and increased total serum immunoglobulin E (IgE) concentration \[[@R1]\]. Renal manifestations include membranous glomerulopathy \[[@R2]\], mesangioproliferative glomerulonephritis \[[@R3]\], minimal change disease \[[@R4]\] and focal segmental glomerulosclerosis \[[@R5]\]. The aetiology is unknown, but several reports suggest a T-cell disorder or an immunoallergic reaction. So far, there is no clue to a B-cell disorder.

We report the case of a young Caucasian man presenting with the nephrotic syndrome, Kimura\'s disease, hyper IgE and immune thrombocytopenia with signs of humoral autoimmunity.

Case report {#S2}
===========

A 29-year-old Caucasian man was referred for nephrotic syndrome. In the last 2 months, he had received treatment with amoxicilline clavulanate and prednisone (1 mg/kg/day during 5 days) for common acquired pneumonia. The blood pressure was 120/60 mmHg. Clinical examination revealed anasarca and cervical and inguinal lymphadenopathies.

The urinary protein excretion was 12 g/day, with selective albuminuria. There was no haematuria. The plasma albumin level was 6 g/L, and renal function was normal. Leukocyte count was normal, including eosinophils and haemoglobin level (153 g/L). The platelet count was 55 G/L. HIV and HCV tests were negative, and HBV serology showed a vaccinal profile. CMV, parvovirus B19, HTLV1 serologies were negative, and EBV tests showed past infection, without replication. Antinuclear antibodies were positive (1/500). Anti-DNA, anti-ECT, anti-glomerular basement membrane and anti-neutrophil cytoplasmic antibodies were negative. Complement components were normal \[C3 1.17 g/L (N, 0.8--1.4 g/L), C4 0.24 g/L (N, 0.16--0.38 g/L)\]. Bone-marrow aspirate showed a slight hypereosinophilia (3%) and the presence of megakaryocytic lineage, which confirmed peripheral immune thrombocytopenia (ITP). Total plasmatic IgE concentration was dramatically increased (3900 UI/mL, N \<20).

CT-scan showed centimetric lombo-aortic and inguinal lymphadenopathies and hepatosplenomegaly. A 18-fluoro-deoxy-glucose positron emission tomography (FDG-PET) was negative.

The biopsy of the submandibular mass revealed a 30 mm diameter lymphadenopathy. Histologic analysis and immunohistochemistry (CD3, CD5, CD10, CD15, CD30, CD20, EMA, EBV-LMP, BCL2) excluded tumoral proliferation. We found a preserved nodal architecture with hyperplastic follicules (figure not shown), many eosinophilic infiltrates and vascular hyperplasia consistent with Kimura disease (Figure [1](#F1){ref-type="fig"}). Immunophenotyping of blood lymphocytes was normal. No clonal T-cell rearrangement was found, neither in the peripheral blood lymphocytes nor in the lymph node.

![Lymph node: paracortical zone showing interfollicular infiltrates with many eosinophils (thin arrow) mixed with small lymphocytes. There was also vascular hyperplasia (large arrow) (×400).](sfp099fig1){#F1}

The renal biopsy specimen contained 18 glomeruli, and revealed segmental glomerular sclerosis in two of them (Figure [2](#F2){ref-type="fig"}). There was no mesangial proliferation, nor evidence of capillary basement membrane thickening or membranous spikes. Tubules and interstitium were normal. Immunofluorescence was negative.

![Renal biopsy showing focal segmental glomerulosclerosis (hilar type).](sfp099fig2){#F2}

A diagnosis of Kimura\'s disease associated with focal segmental glomerulosclerosis (FSGS) and immune thrombocytopenia was retained.

The patient was treated with oral corticosteroids (prednisone, 1 mg/kg/day), associated with an ACE inhibitor (ramipril). After 1 month of treatment, while the nephrotic syndrome was in remission, antinuclear antibodies increased (1/1600), and anti-DNA antibodies appeared (IgG: 175 UI/L; N \<10 UI/L). Complement component C4 decreased to 0.10 g/L, whereas C3 remained in the normal range (0.85 g/L). There were no SLE-like manifestations except ITP. Autoantibodies and complement concentration normalized lastingly in a few months.

Steroid dose was progressively tapered. The nephrotic syndrome relapsed twice, 12 and 18 months after the onset of steroid therapy when he was still receiving 20 mg prednisone per day. Mycophenolate mofetil 1 g twice per day was added after the first relapse. Nephrotic syndrome remission was acquired 4 weeks later. The second relapse was concomitant of an upper respiratory viral infection. So far, the patient has no sign of malignant lymphoproliferative disorder, and no systemic autoimmune disease.

Discussion {#S3}
==========

Kimura\'s disease is a rare haematological disorder of unknown origin, occurring in young men of Asian origin. Pathological features include preserved lymph node architecture, proliferative germinal centres, eosinophilic infiltration and postcapillary venule proliferation \[[@R1]\], which all were present in our case. Eosinophilia and elevated levels of total IgE are common. Although peripheral eosinophilia was absent, most likely because of recent steroid treatment, our patient still had a slight medullar eosinophilia (3%).

Kimura\'s disease should not be confused with angiolymphoid hyperplasia with eosinophilia (ALHE) \[[@R1]\]. This currently presents as a head or neck soft tissue swelling, with eosinophilic infiltrates and vascular proliferation. It occurs predominantly in Caucasian women and is rarely associated with increased IgE levels. No renal involvement has been described with ALHE. Other differential diagnosis include angioimmunoblastic T-cell lymphoma, Castleman\'s disease, parasitic lymphadenitis and drug-related hypersensitivity lymphadenopathy. These disorders were excluded on medical history, biological and histological findings.

Kidney involvement in Kimura\'s disease is not uncommon. A total of 12--16% of the patients present with proteinuria, and 59--78% of them have the nephrotic syndrome \[[@R2],[@R6]\]. The skin or lymph node lesions may precede the renal manifestations, or occur simultaneously or months later, but they are usually close in time, suggesting a pathogenic link between Kimura\'s disease and the renal manifestations.

Aetiology of Kimura\'s disease is still unknown. An immunohistochemical study performed on 21 mass lesions \[[@R1]\] failed to disclose any infectious agent and clonal proliferation. No clonal rearrangement of T-cell receptor and Ig heavy chain genes was found \[[@R7]\]. Eosinophilia and high IgE levels point to a Th2 cell disturbance with hypersensitivity-type reaction. Nakahara *et al*. \[[@R8]\] found high IL-5 levels and IL-5/IFN-γ ratio, while Katagiri *et al*. \[[@R9]\] showed increased IL-4, IL-5 and IL-13 mRNA expression in mononuclear cells, suggesting a role of Th2 cytokines in the pathogenesis of Kimura\'s disease. In minimal change disease (MCD) also, there seems to be a Th2 polarization \[[@R10]\] that suggests that in Kimura\'s disease-related MCD and FSGS, the Th2 imbalance may play an important role. However, this Th2 dominance is controversial \[[@R11]\].

In our patient, immune thrombocytopenia and elevated antinuclear antibodies suggested B-cell autoreactivity. The association of Kimura\'s disease with autoimmune manifestations seems unusual. Although Kimura\'s disease is not primarily a B-cell disorder, it is conceivable that the Th2 imbalance may be associated with the production of autoantibodies in some patients. Thus, efficacy of rituximab in some case of recurrent FSGS \[[@R12]\] may point to a role of B-cell disturbance in the pathogenesis of the nephrotic syndrome.

Treatment of Kimura\'s disease consists in surgical resection of the lymph node, but recurrence may occur over time. Additional medical therapies, such as radiation or corticosteroids, have been used with good clinical response, but relapses are common when steroids are withdrawn \[[@R8]\].

In summary, we present here the first case of Kimura\'s disease with FSGS, immune thrombocytopenia and signs of B-cell autoreactivity in a non-Asian adult man. Further investigation of such cases may help to understand the pathogenesis of nephrotic syndrome.
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